Supplementary material file 4: Validation of candidate mutations by PCR-Sanger
sequencing and in silico function analysis on candidate mutations. Evolutionary
conservation and structure of wild-type and mutant-type created by SWISS-MODEL.

Autosomal Recessive (8/12)
NT41-11:2 (F/1Y)
OTOF ¢.145C>T, p.R49W OTOF ¢.4961-3C>G

OTOF ¢.1364_1365AC>TT and ¢.1366_1367insC, p.Y455Ffs*21
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(The 5’ to 3’ strand sequence) (The reverse sequence)

[Homo sapiens]

[Pan troglodytes]

[Macaca mulatta]

[Canis lupus familiaris]

[Bos taurus]

[Mus musculus]

[Rattus norvegicus]

[Gallus gallus]

[Danio rerio]

[Anopheles gambiae str. PEST]
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Wild (a), Mutation p.R49W (b) : A hydrogen bond between 34 and 36 was broken
and two hydrogen bonds were formed among 41 and 43, 43 and 44 after the 49 Trp

mutation.

OTOF p.Y455Ffs*21

mutation 413 RIGWAIR F Y M kY RAEG RMNTSEMANVKkKAFIGENKDEVDRFGeA sEHEEweecaorsaccegl

N6 418 420 422 424 426 428 432 43 435 440 442 444 445 445 450 450 ASHdem R R i G dGR Tl A2 lJi 475 4T3
wild 43[R WARFYVKIYRAEG.RMNTSIMANVKKAFIGENKD VioBlv v VFFAGIKGKTsv.Kssvr-Uv_N
RI i

Homo sapiens A36IMANV K KAFIEGENKD KIBlKk TSVRKSSY[E F KRM KV
Pan troglodytes 43°MANVKKAFITGENKD KEKTSVQKSSY|E F KRM KWV
Macaca mulatta A3MANVKKAFITGENKD KGIKTSV¥QKSSY[E F KRM KV
Canis lupus familiaris ~ 435M ANV K KA FG EN KD KEKTSVQKSSY|E F KRM KV
Mus musculus 435IMANV K KAFIEGENKD KGK TS¥QKSSY[E F KRM KV
Rattus norvegicus 4BMANV KKAFTGENKD KEKTSVQKSSY|E F KRM KMV

There is no protein structural homology-model for p.Y455Ffs*21.



NT44-11:1 (M/11Months)
CDH23 ¢.9469_9470insGT, p.E3158V{s*58
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wild 3156
mutaion 3156

[Homo sapiens]
[Macaca mulatta]

[Canis lupus Familiaris]

[Bos taurus]

[Mus musculus]

[Danio rerio]

[Xenopus (Silurana) tropicalis]

There is no protein structural homology-model for p.E3158Vfs*58.

NT45-11:1 (F/39Y)
PCDH15 ¢.4310C>T, p.P1437L PCDH15 c¢.5254_5280del, p.1752_1760del
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[Homo sapiens] 1422iT K T
[Pan troglodytes] 1397 T K T
[Macaca mulatta] 1422§T KT
[Canis lupus familiaris] 1422§T KT
[Bos taurus] 1422l k T
[Mus musculus] 1422iT K T
[Rattus norvegicus] 1422iTK T
[Danio rerio] 14158 K T

There is no protein structural homology-model for p.P1437L.

Mutation (p.1752_1760delPISPPSPPP)

wild 1734 H »]
mutation 1734 HIPP NI SPs ABMPREPPPP - - - - - - - - - D

There is no protein structural homology-model for p.1752_1760delPISPPSPPP.



NT46-11:6 (F/61Y)
ADGRV1 c.11411G>A, p.R3804Q ADGRV1 ¢.13893+8T>G
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[Homo sapiens]

[Pan troglodytes]

[Macaca mulatta]

[Canis lupus familiaris]

[Bos taurus]

[Mus musculus]

[Rattus norvegicus]

[Gallus gallus]

[Danio rerio]

[Xenopus (Silurana) tropicalis]
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There is no protein structural homology-model for p.R3804Q.

NT-47-11:11 (M/2Y)
PDZD7 ¢.490C>T, p.R164W PDZD7 c.1574_1597del, p.525_533del
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p.R164W

!

154 156 158 160 182 164 166 168 170 172 174 176 178

[Homo sapiens] 1538 T E K
(Macaca mulatta] 15381 E K
{Canis lupus familiaris} 15281 E K
[Bos taurus] 15187 E K
[Mus musculus] 153 8T B
[Rattus norvegicus] 15381 E K
[Danio rerio] 13881 E K

i E K

[Xenopus (Silurana) tropicalis] 141



Wild(a), Mutation p.R164W(b): A hydrogen bond between 164 and 166 were broken

after the 164 Trp mutation.

PDZD7(c.1574_1597del ACCAGGAGAGGGGCCGGGCCCTGC,
p.525_533delDQERGRALLInsV)

wild 126V QK F V[T W R RRD.ERGRA SARSGSPSS
mutant SIZEBVOKFVTWREBRR(- - - - - - - - VISARSGSPSS

[Homo sapiens] 514‘KFVTWR.RRD.E R|G RA.SARSGS.?
[Macaca mulatta] R T
[Canis lupus familiaris] SI3IQKFWV TWREIRR E.E KGRA SARSGSPS
[Bos taurus] SO KFYTWRIMRRODORERGRA SARS|GSPIS
[Mus musculus] S Qg KFYTWRIRRDORERGRA SARS|GSPS
[Rattus norvegicus] S QK FYVTWRIMRRDRERGRA SARSGSBIS
[Danio rerio] 492 - - - - - - - - - - GKERGR N SSPRE
[Xenopus (Silurana) tropicalis] 493'.K FMTR le RGKDRRPFFFGTQRDIENA

There is no protein structural homology-model for p.525 533deIDQERGRALL.insV.

NT-48-11:5 (F/A7Y)
KARS ¢.685T>C, p.Y229H KARS c.403G>A, p.D135N




p.Y229H

[Homo sapiens]

[Pan troglodytes]
[Macaca mulatta]
[Canis lupus familiaris]
[Bos taurus]

[Gallus gallus]

[Danio rerio]

I

Wild (a), Mutation p.Y229H (b) : Nothing else changed expect the change p.Y229H.

p.D135N

M D

[Homa sapiens] 1228y BlH K F H s DHIETD
[Pan troglodytes] 1228y BIH K F HV D I|S DHIETD
[Macaca mulatta] 1228y BIH K F HV DS DHIBTD
[Gallus gallus] 91BY B'H K F HWV DS DHIEITD
[Danio rerio] 107y BIH K F HV DIBS DHIETDW

Wild (a), Mutation p.D135N (b) : Nothing else changed expect the change p.D135N.



NT-51-11:1 (F/30Y)
OTOG ¢.433G>A, p.G145S OTOG c.2117-6C>T
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[Homo sapiens] 130§ RAWG HME TF

N G E H
[Pan troglodytes] 130; NAGPE RAWGQHHMETE
[Macaca mulatta] 130§ NAGPE RAWG HHMETE
[Canis lupus familiaris] 111; NAGPE RAWGQHHMETEF
[Bos taurus] 1195 N G E RAWG HHBRE TE
[Mus musculus] 11?5 NVGPE RTWGQHHMETEF
. N G E RAWG HHBRE TE

[Rattus norvegicus] 121}

Wild (a), Mutation p.G145S (b) : Four hydrogen bonds were formed among 145 and
141, 142,148,149, respectively after the mutation.



NT-52-11:3 (F/72Y)
GRXCR2 c.65A >G, p.K22R

[Homo sapiens]

fPan troglodytes]
IMacaca mulatta]
[Canis lupus familiaris]
[Bos taurusj

IMus musculus]
[Rattus norvegicus]
[Gallus gallus]
[Xenopus tropicalis]

O 0O O0oOO0OoQogodg
< < < < < < <

K
K
K
K
K
K
K
K
K

AAE AR AR AR AR
oo ooogoQoQooo

There is no protein structural homology-model for p.K22R.



